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e oS Ao sgsbseta, FHoln, Ag-orgae A Uel ZAsUsE ohdHolEe f
4 Aol

ol e

FEEFI2H R EE 954 Hd3 2 WY H3S A= 3AE Amshed AREET. ZEEULsEe AT
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2 de] AP viA 2 s3AE EsstE AT AY o B4E ZHEYAE olAH O EE VY.
A A E FEAE (glycerin) o2 FAE & 9Jx, vtEAe 5354 = 7281 (carbomer)©] th.

2 e TP =EYAE ofMHOIEE 79 HA ®S ojdld U}, THEYAE oA HOIESY FY
(median) Y7L 2k 1um ~ 30mm ©]aL, %ﬁlﬁ 5um ~ 10m ©]™, BT} 3] 6um ~ 8m o|t}., E o] AR
o] TYE=UAE ol ES 90% & 1um 23 30m "wHe] F4 A4S 7RI

2 oo 2dE2 oA s RPEAE ¢ 23t BEAE YA (wetting agent), =X
betey, 2 Wil 2AAES 3

L = {

n°1'

O

o

A (spreading agent), <FE3A], #ng 2L 2eF (flavoring agent) & X
2715 WEAI 7Y

NZE AP oF 4.0 ~ ¢ 5.9, B} vpgkAs A oF 4.6 ~ o 5.4, 7P vpgAE A 4.8 ~ 5.2 9] pHE 7k
o}

2 odge] 2HELS F 29 ~ oF 64% 9 = (w/w), ¢F 50% 7hAel SEAM™ (w/w), <F 20% 7HA9] AEH|E
(sorbitol) (w/w), <F 10% 7}xe] Z=Zd 22 (propylene glycol) (w/w), < 3% 7tXo] AAEAA (w/w)
2ok 1% 7HA9] E5A (w/w) 2 FAET.

bl

e

w o) obAsh 2AES a) 0.1% Z5AH (poloxamer) 188; b) 50% =2|AH; c) 5% 22H|E AAA
(sobitol crystalline); d) 5% Z=ZZ# Z2]F(; e) 0.065% Taw oldHEI]E (disodium edetate); f) 0.2%
FAZE2 (sucralose); g) 0.44% 7F=2R™; h) 0.04% FE 32kl (butylparaben); % i) 2F 3=IFA|=9]
F7) ZA4ES pll oF 4.8 ~ oF 5.2 2 X e},

ool AP A oRAEA WA, THEYAEY fFawo]l "Ad IAE Ausr] YA AT F
ATH.

ool Ao o8] A5d 5 AT s HH FolA, AT AEHE ZHEYAE oM HE 24E9] &
AHS ALEste WEY o, FulelaA o, w9 (collagen disease), WHH, &ejx A, 57 2
g, Fnle A % Hmmmo@cmmMM):?§§%,$§,ﬁ%%ﬂxﬁyibéﬁ§§%ﬂQﬁk

g o] YAer Hg

o] AANFEE A oA, WS M 5A ozt AbgETE. AR, 2 3y g A
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OIRELS FAF Wrlog FATY fAF HAS 2SS o & vk Aded B oddge AAFHE 2 ago
2REH "ojuyx ¢omA, FAHAY WAE ¢ Jda, A4 847 BUEAY AgE ¢ glon, o= A
7t23 el AAoA o] 7]& Foke BFdrtEe o3 olsiEE Zlolth.  ov|A AEHE 7 2T, A7) &
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o] AP ue] JAE ZEEYAE oM Ho|ES] AT Al olt). THEYLE oA H O Ex= <t
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st ow s 87bse BEACY. 2R us ofadAt

° Al . JtERvY] 43P (FFERE 974P) B 58 17bA o
(sensory appeal) | =, AFe 54 = ASA oz vt FEnve fEdhe
H-EAERH AA AdoA, =& =85 & Ad w3} £4 (shear thinning quality) & A3},

Fepr] Ao Hm pf oAtk FhEun] Ae o pi 7.0 A A HEE etk nh el A
@719 plit A=EMe HEE Wl Bk AW, TASULE opEelEE kel A4 A 71
} 235

otg&olal, & plollA 2 &4x] 9-& EFE (breakdown product) &2 A3F3ITE.  FA pH oA, TH=

Ui oAlEHo|Ex Atsl B fdstal, nhgrebA] @fal @ 29l AFE (degradation product) & FAT
o pH 4.6 ~ 5.4 oA, ZH= i%-ﬂﬂﬂﬂEb'ﬂ%] A ola, hEHmE O FEE FAY T
Aok, FhERUE B gl AFS oF 1% (w/w) 7HA 23}IAT. 53], = B wEe] AFe st=nvrt
oF 0.40% ~ °F 0.50% |31, BT} 53] of 0.40% ~ F 0.48% o]o]ok 3 ke e},

rlo
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A, 2Zgs, A, B2A, 54 (oily) AR, ful, AEAl, EikAl, 99, F3A, 43A, Wy,
2ZHYGA, FGatsA, FAED, FFA 2 AAHIAR o] Foix = FoRRE HEH ) ol R F
XJEEZ 33t £ Q)

2ZHPGAZ wj) Aol g 5 k. RS u) AF BoMe AT AS 24357 Y, dEE, Wy
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A EU LR AR Aold AT Huai A4 A7

AFE A A% S5t
A BE = ZE=EUAE Sng/onl | oFF GEEka, A A= A A &jolar, wig-
2l
A= T EYAE QI v | 98] @sta, v s | deold A8 2a FAeE
EF 5mg/5ml =71 ool @ eEt A &%
R TyPEULE TaHoE NEEA EFE AP % defold ofgh & gk, Aol Al
3§ A% Smg/5ml Zboll w=} S7hgt
ZYEYAEE obAHCIE 7IEEA S Ay ot &oko] I =4 e
HEAl Smg/ml

AAlA 3: pH =37 HAA

SrAA AlFL Smg/oml TEEUAE olAH|C]ES 5.0kg AL vl 1.0kg FEolA FHHJT. o] BB
o NaOHZE 7Fste] z+% pH gk (Wi A-E) & Asta, 4 &2 49 (amber) PEIG WOz 7|43t} 4]
A 2E 407 EE AN 22X 507 9o AR Foy oA HES ¢ 2 B WASith. HPLC WS
ARgEte] Hol|l fX 8 ZYZUAE ofAH o ES HAEESE =43, AREE Ao *Jd%% Ao »ZE I 4
N o] % AEHE Smg/onl o THE=ULE obAEo]E AEA o], Hlo|H= X 3ol QoFHT},

E 30 =AY Azl oe] F=HEE uel Zo], 5.0 ~ 6.2 2 pH YA maBZo R mEE TYP=YLE o}

AElol = e pil gol A wrh ebg Aol

D ZAEULE obdHelE 4T AEAY) g (pHE ZHEAR)

] HE pH (DHZH=YrE (DHZH=YrE (P ZY=Ysr s
opAlEIO] E (RT) b EIO E (40T) obAlEl o & (50°C)
A 5.02 96.7 96.7 95.2
B 5.39 96.1 96.1 93.0
C 5.71 95.4 95.4 81.7
D 5.90 92.8 92.8 44.3
E 6.22 87.3 87.3 67.4

AA 4: AEA &3]

83 Ne ok AWl AR o grheAel UE AR AT 44 g
dats e nFHme, gd ARS ARAS A9 Haed B
3L o

A A AP FIetA =3
XE 838 A1E (USP A 2 (F15)) & ZH=YLAE olAHOlE AEAE AlFE«E dng 9 ZH=YAE AGA
9} vlasly] YA FAEHATE. £ 1o ZAE vfek o], AEAIY &3 FAL 1567 7IZF ol %, AAd
gk g3 AT wl§- FASEA T
¥ 4
D ZYEYLE o AEHolE dEA o Ty iE A &3
A 7Y ZHEYLE oA H O E HEA| Y EULE AHA
15mg/5ml 5mg/5ml 5mg
5 48 45 69
15 85 82 93
30 95 93 96
45 97 95 98
60 97 96 98
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AA 5: 23] AYUxF (Fo] H]EAA = BA FAA (ex-smoker)) oA A ¥ 1047} At 5 o}zlo

TP YLEY Y oL FolFS A Bt AF AFe FAYFH, 6-4, 3-7|3, AR29H AF
o] 5 mg/mL ZHE=UAE ofAlHo]|E HEA Q] tnl, T AFEE okEo] ong AA F F o= Ao
ForE oty AAE pAoR gl AMES FHIGlvh. AuEd A o8 s S Bt 2 ovlasty] $siA
& &2 (Pharmacokinetic) WFE ALE31Sla, wpefa 2] st A 9 ©d A7 FofiFe] Fof o]f =
d=yaEe 279 Ay 5, AETY S7H92 Gy, AUCr, AUCw, Kof E Tijme ©ISATEH.

Cmax_‘%]EH l('):L:—

AUCAd 5475 o digh AldelE WS o83 sX-A17F F4 stolAe WA,

AUC—F-3HHE 94te TE=-A17F 4 SlollAe] WA

Ke=AAE A

Tijee=#F (7)) W7

QA D AT 2ol A Fghgrell tigh 90% A1 IS o)gste AESHY FUMES dAeslth. Alge
23 80%2] EA HAH (statistical power) I 7 80.00-125% A1 +3+ AE FFHeA0

# 5

AETH 74 ¢ bmg T/ JE o]Fo] ZH=UAE Smg/bml HEA] O] Smg/5ml Als ol Smg A
(100% =~#|¥ (prelim) N = 23/23)

e ZH=UAE Smg/5ml HEA| ZH=ULE Smg A A
Bt 7H Al ks 7 A

Coax (ng/nL) 160.90 15.8 176.27 18.7

AUC; (A7) 1.33 41.6 1.00 33.2

AUC; (ng - h/mL) 821.73 20.2 812.39 17.7

AUCs (ng - h/mL) 852.23 19.6 846.53 17.1

K, (A 0.2681 13.4 0.2629 9.7

Tizer (AIZF) 2.63 12.6 2.66 10.0
Tmax ol tiallA, Fdatel TAHT
ool AANFHE Al oA, HEFES fsiA 54 o7t ARgET. SEARE, 2 e EA A
gy 54 fold A Ao® orHA gevh. 7o) 54 dYUEE BE Ve FUES X,
OAEL A Ao R TAslY fAF BAE g4TES & 4 . dEd B U] AAFHE 2 dge
25E glojuA] oA, FAHAY WA" £ i, JYWETL FrEAY AgE 5 ow, ol A
7k2R o] AR A o] 7|& ok BAE o3 oldEE Aoltk. V)M QI&EHE 7 Fxe, o] &
Ao FxR deHs AN, Fx2 d8H.
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